INTRODUCTION {#sec1-1}
============

Alopecia areata is a chronic non-scarring inflammatory disorder affecting the hair follicles, thought to be of autoimmune origin. Despite being a common cause of non-scarring alopecia, the underlying molecular and cellular patho-mechanisms are poorly understood. We report the association of a case of pediatric alopecia areata with a rare genetic syndrome - Blepharophimosis-ptosis-epicanthus inversus (BPES) syndrome.

CASE REPORT {#sec1-2}
===========

A 6-year-old girl, second child of a third-degree consanguineous marriage, presented with patchy hair loss since 18 months involving large areas of the scalp. She also suffered from eyelid defects since birth, abnormally wide eyes with narrow palpebral fissures and drooping eyelids, which was operated and diagnosed as a blepharophimosis-ptosis-epicanthus inversus syndrome (BPES).

On examination, there was a subtotal loss of scalp hair with no atrophy or scaling. Exclamation mark hairs were seen along the borders of patches. Body hairs were also sparse, but eyebrows and teeth were normal. The palpebral fissures were narrow; there was bilaterally symmetrical ptosis and telecanthus. Linear hypopigmented surgical scars were seen along canthi. Dermoscopic examination showed yellow dots and exclamatory mark hairs in the periphery and scalp biopsy revealed peribulbar lymphocytic infiltrate \[[Figure 1](#F1){ref-type="fig"}\]. Karyotyping was performed to exclude trisomies, genetic analysis was offered but declined due to financial reasons.

![Histopathologic examination (H and E, ×400) showing the peribulbar lymphocytic infiltrate](IJT-7-77-g001){#F1}

She was started on topical immunotherapy with diphenylcyclopropenone (DPCP). Within 4 weeks of starting, re-growth of hairs was noted. Within 4 months, there was full thickness growth of hair covering entire scalp \[Figures [2](#F2){ref-type="fig"} and [3](#F3){ref-type="fig"}\]. The treatment was tapered and stopped in 10 months. She is under follow-up since 1-month, and her hairs are continuing to grow with no abnormal shedding.

![The treatment response of alopecia areata -view of the vertex; (a) before starting treatment; (b) after 4 weeks of starting treatment; (c) 18 weeks](IJT-7-77-g002){#F2}

![Treatment response: Frontal view (a) after 4 weeks of treatment, (b) after 4 months. Bilaterally symmetrical ptosis, blepharophimosis, telecanthus (increased distance between the medial canthi) can be appreciated in the figure. The hypopigmented scars along the medial canthi are following surgical correction of epicanthus inversus (a fold of skin of the lower eyelid seen along the inner canthi in blepharophimosis-ptosis-epicanthus inversus syndrome)](IJT-7-77-g003){#F3}

DISCUSSION {#sec1-3}
==========

The genetic basis of alopecia areata is still obscure. Initial studies were candidate gene studies, but recently, genome-wide association studies have identified several susceptibility loci for alopecia areata.\[[@ref1]\]

Blepharophimosis-ptosis-epicanthus inversus syndrome is a rare autosomal dominant disorder characterized by a complex eyelid malformation with/without premature ovarian failure. Mutations in the forkhead box L2 (FOXL2) gene encoding a forkhead transcription factor are implicated though recently, mutations outside forkhead domain have also been reported.\[[@ref2]\] Mutations of the FOXL2 gene have not been associated with alopecia areata, but other forkhead genes are known to be linked with alopecia including FOXN1, FOXA2, FOXP3. A recent study has found single nucleotide polymorphisms in the promoter regions of the FOXP3 gene to be associated with alopecia areata.\[[@ref3]\]

The association of BPES with alopecia areata has never been reported individually, but Beysen *et al*. has done a genetic analysis of a Belgian BPES family where one of the siblings was reported to have alopecia areata.\[[@ref2][@ref4]\] BPES being very rare, this may be of significance. Moreover, the younger age of onset, extensive involvement, and faster progression is different from other cases of pediatric alopecia areata. This assumes importance in view of the association of alopecia areata with other chromosomal anomalies like Down syndrome, where currently the role of MX 1 gene is being postulated.

Our patient was started on topical immunotherapy with DPCP considering the severity, fast progression, and failure of other conventional therapies. The exact mechanism is unclear, action on vascular endothelial growth factor and alteration in the peribulbar CD4/CD8 ratio is postulated. The efficacy and safety of immunotherapy with DPCP in pediatric alopecia areata has been well documented.\[[@ref5]\]

CONCLUSION {#sec1-4}
==========

We report the association of alopecia areata with a rare genetic syndrome-BPES, which may be significant considering the surfacing evidence on the genetic basis of alopecia areata.
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